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Detailed Description Text (304) : 

In another aspect of the present invention, antisense oligonucleotides (nucleic acids) 
capable of inhibiting the replication or expression of G protein coupled receptor 
protein gene may be designed and synthesized based on information on the nucleotide 
sequences of cloned and determined G protein coupled receptor protein-encoding DNAs . 
Such an antisense oligonucleotide (nucleic acid) is capable of hybridizing with RNA of 
G protein coupled receptor protein genes to inhibit the synthesis or function of said 
RNA or of modulating the expression of a G protein coupled receptor protein gene via 
interaction with G protein coupled receptor protein-related RNA. Oligonucleotides 
complementary to, and specifically hybridizable with, selected sequences of G protein 
coupled receptor protein-related RNA are useful in controlling or modulating the 
expression of a G protein coupled receptor protein gene in vitro and in vivo, and in 
treating or diagnosing disease states of suspected animals. The term "corresponding" 
means homologous to or complementary to a particular sequence of the nucleotide 
sequence or nucleic acid including the gene. As between nucleotides (nucleic acids) 
and peptides (proteins), "corresponding" usually ref ers * to amino acids of a peptide 
(protein) in an order derived from the sequence of a nucleotides (nucleic acids) or 
its complement. The G protein coupled receptor protein gene 5' end hairpin loop, 5' 
end 6-base-pair repeats, 5' end untranslated region, polypeptide translation 
initiation codon, protein coding region, ORF translation initiation codon, 3' 
untranslated region, 3 1 end palindrome region, and 3' end hairpin loop may be selected 
as preferred targets though any region may be a target among G protein coupled 
receptor protein genes. The relationship between the target and oligonucleotides 
complementary to at least a portion of the target, specifically hybridizable with the 
target, is denoted as "antisense". The antisense oligonucleotides may be 
polydeoxynucleotides containing 2 -deoxy-D-ribose , polyribonucleotides containing 
D-ribose, any other type of polynucleotide which is an N-glycoside of a purine or 
pyrimidine base, or other polymers containing nonnucleotide backbones (e.g., protein 
nucleic acids and synthetic sequence-specific nucleic acid polymers commercially ' 
available) or nonstandard linkages, providing that the polymers contain nucleotides in 
a configuration which allows for base pairing and base stacking such as is found in 
DNA and RNA. They may include double - and single- stranded DNA, as well as double - and 
single- stranded RNA and DNA: RNA hybrids, and also include, as well as unmodified forms 
of the polynucleotide or oligonucleotide , known types of modifications , for example, 
labels which are known to those skilled in the art, "caps", methylation, substitution 
of one or more of the naturally occurring nucleotides with analogue, internucleotide 
modifications such as, for example, those with uncharged linkages (e.g., methyl 
phosphonates , phosphotriesters , phosphoramidates , carbamates, etc.) and with charged 
linkages or sulfur-containing linkages (e.g., phosphorothioates , phosphorodithioates , 
etc.), those containing pendant moieties, such as, for example, proteins (including 
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nucleases, nuclease inhibitors, toxins, antibodies, signal peptides, poly-L- lysine , 
etc.) and saccharides (e.g., monosaccharides, etc.), those with intercalators (e.g., 
acridine, psoralen, etc.), those containing chelators (e.g., metals, radioactive 
metals, boron, oxidative metals, etc.), those containing alkylators, those with 
modified linkages (e.g., alpha anomeric nucleic acids, etc.). The terms "nucleoside", 
"nucleotide" and "nucleic acid" will include those moieties which contain not only the 
known purine and pyrimidine bases, but also other heterocyclic bases which have been 
modified . Such modifications include methylated purines and pyrimidines, acylated 
purines and pyrimidines, or other heterocycles . Modified nucleosides or nucleotides 
will also include modifications on the sugar moiety, e.g., wherein one or more of the 
hydroxyl groups are replaced with halogen, aliphatic groups, or are f unctionalized as 
ethers, amines, or the like. 
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